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REMARKS 

Claims 1, -MO, 16-17. 19-20, 23-26, 31-36, 39-41., and 71^72 are Currenthy 
pending in the above-referenced appiicalion. C!asms2-3, 11-15. 18, 21-22, 27-30. 36- 
3B, and 42-70 have been canceHed. Applicant reserves the right to prosecute the 
subject matter of the cancelled claims in one or more constinyation or continuation-ln^ 
part iip|5lieati0ns< 

R0St>onsg To Reigctton Undef 35 U,SvC, § 1Q3(al 

C'.3ir"^ 4 10 1^' 1"7 /3 r6 31-3*^ ^9-11 ai'-"'^^"^'^ 
vjefiea unoe^ ►>5 U S C § l03ia) unpatentaDse over nnanen et ' bltect sjt 
Ltposomai am ^ree Bisphosphonates on the lL-1p, and TNF-o Secretion f?o«i 
RAW 264 Cells In Vitro " PMrmaceu6ca/ /=?es^a?c^ Vol No 6. pp {116-922. 1985* 
as-if^ ^ * ' ^ ^atm No 6 090 777) in v'^v-v ot Vist.- c B S'^-'^ H^^v^natei? v^n<'* 
At-^e-oads^sobs^ Gls? Pn^rpucology Vol 35 pp 287 J'^J.; -^-x; H.:)pe eta 
(U S Patent No 6.139,871) Applicants respecttu!l> disag.oe vviir s rejection 

Thss rejection ie premised on a basrc mjstinderstanciing of the oialm term 
' havmg The exammer considers the term "having" m the pending claims to indicate 
t-^a* 'he patient is in possession of a myocardtahn^ar'- no-" uv.- ^ "^^.i. t 
^omey that tteatrtient is durmg the myocartlial infarction Applioanb \ c v< ctfu <v 
ais^aga^^ wth tlus imderstanding The dtctionaiy definition of "having ' includes 1o 
cxpcncncc esspi.^cialiyl l?v submitting to, undergoing or suffering; for example havuiga 
. \K ^ ^ lu" ? ^ '"HO ^rdwl infar<„t!on iS&e h)fn.^'r\~\Nc Ktc r o C unc Ih I '■^f d "v 
to'" Ed,, yerriarn-Webster, lr»e., Spdniflelci, MA, p, S33 (1 @07) Isubmitted Iwrein),) A 



nfci'" kt'^ i,i pi. ^&cbs trte physical chdrdat.ns.ljcfe a patse f au'-"^(4 an ^k" "j- 
example <s pBtmnt havsng an AMI expenences an ?nctea$e m tho umber t^hagocytfc 
c^»Hs m the 7cro or infarct {See eg published applicaton at 1|4 ) The nu'^i&or ot 

^1 0 <*! r i6e'^ o g ouNi^hed specif icat on at % . s> ihih acj*«r v^cI'v^h c ^ Jt 
pht?iiOv.\,no l^ fnqgerbd by thoonsetof the AMi that results in the damage at tm 
.on« Of mfarct i^Se^, a g , pufoiished apptication at ) Thus the phys^ca^ 
' ridracVnstice. ot patient are the same* dunng an AM! as in a patient m possessior ot 
'^r AMI ^s^nc an AMo 

ThiS oenvi fig rejectior seljes or) three '■efererxeb trsaf treat ch3T>n c dfs^cases 
Pennanen Hope and Votato Pennanen treats a chronic inflammatory disease' while 
Hooe and Ylstalo are directed to treatments for atherosclerosis, which fs also a chronic 
cone tio" A'h> t rB\ rue *nat <x»thtfOSC>efos & t,a" kv < to hd\ ^ II 
i>reye?«^<'Q ^-^M I. tfcaiivjl^c jlhc roscSefC^fs Ctxs r t> iual*=^ Ic Jf."(r *hf AM' 
once It "^^^s gi,h n^ose than prev'ef^ttng hvt.' aili r<3 b^? ^rcating tno unJcdving 
alcohol s.-n makes obvious treating the iiver failure by transplant once it ha& arready 
o^Turrt^G Th^se chronic treatment method references are ihm combineo with a 
»^f^{-f^P;^A tPr"* nc^f^nbc^ *ho use of a C~i 8<^t<^tasH chihito' io H at "^h^ 
Exai"ifx f iflCLe^ vhv^i tn s > osnbination of references arc applicable to . ^smcf" 
invent.cr oecausc none ot tho instant claims specifically recite energencv i eatrnent of 
a patient Oi, nr-^g ai acute nnyocarQ>al infarction ' Applicants ref.pectfuHy disagree 
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Appiscafib nav« repeated'V evkjenc*^;cf fiat r-r'i^'ent "having" an AM;, 36 fecitfeu 
in the pending cjasnis. is in an emergency situation. Everything aboui ^'iav;ng an acute 
myocardsa! snfanctlon" is generaliy undorstooci to be an urgent, poter\tialiy life- 
threatening condition. The definition of "acute" includes '"having a sudden onset, sliarp 
fise, ani.s sho?1 course," (See Merriam-VVebsters Coifegiate Diciionar/, 10^^ Ed.. 
Merriarn-VVebster, inc., Spririgfleid, UA, p, 12 (1997) (submitted hefein),) Tiie skilled 
person understands that a patient having an acute myocardial snfarotion (as the name 
plainly indicates) is in a dire condition requiring emergency (/.e.* acute) care, quite In 
contrast to the long-terrr^ chronic progression of atherosclerosis, wnich the Examiner 
relies on. The s^killed person would not looi< lo a Ireatmenl for a chronic disease for 
guidance m Tmc'ing treatments for acute diseases. Acute diseases require qusck and 
sometimes extreme treatments In contrast with chfonfc diseases which must be 
tolerated over long periods of time. Furthermore, as m the aicohollam and liver failure 
analogy, the r^lto of treatment, or prevention, for the chronic state is different fmm the 
site of trealmern tor the acule one. 

A skified person .recognizes that the physical evente that occur during an acute 
disease, such a§ an AMI, are compteteiy different from those occumng during a chronic 
disease, such as atherosclerosis. As set forth in the backgraund section of the 
published apphcatlon, an AMI prompts a rapid influx of macrophages, which ^esuits in 
tissue iniu!7 Deyond that caused by ischemia alone, (See, e,g.< published application at 
in|1 -8.) The macrophages secrete cytokines which stimulate fibroblast pmliferation and 
promote myocardial damage. It is the acute activation of the macrophages thai expand 
the zone of inrafx;t In a pBtmni having an AMI. (See, e.g., published application at f5,) 
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in contri-5si« afhesosclerusib is a ssov-prouress-vve disease which causes a builu-up of 
plaque the biood vessels. While, over many years atheroscierosls may eventually 
lead to an AMf, once a patier^t has an AMI it is far too iate to treat th« patient for 
atherosclerosis. These diseases occur at different times, by ditfen&nt processes, and 
are mediated by dilferent celis. Thus, a skW'mt oersov. v^oJC not iv^<.'>\ t;- tu-\-itf---x--nb- i'or 
chronic diseases such as aU^efoscterosis for guidance in Ider^tifying ireotmenis for acute 
diseases mmh as AMI 

Further, as explained in the response submifted on Nover?nber 10, 2009. one 
skilled in the art would not ssombine Pennanen, Ylltaio or Hope with the Hack reference 
Decause, it ;S ^^nderslood the :u1 thai isuosomes, such as those aiieqedly described in 
Pennanen, Hope ,and Yhialo, activate the complement system, as evidenced by the 
article by Szabeni. {S&e Janos Szel>eni, The Interaction of Liposomes with the 
Compiemeni System,'^ Critical Reviews in Therapeutic Drug Carrier Systems, 15(1);5?- 
88 (1998), submitted herein.) However, the Examiner stotes that the teachings of 
Szebeni do not apply to this combination of prior art because the hposorrn^s sn Szebeni 
are haptenized and therefore are not the same as the iiposotTies tn Penrjanen or the 
instv^nt claims. (Sbq Final Office Action dated February 4, 2010. p, 9,) Applicants 
respectfully point out that the Examiner has not fully considered the aftlcle. The 
Szebeni aftlcie provides a review of the state of the art on Hposomc -induced activatsen 
of the complement system and details studies with both haptenized liposomes and non- 
haptenized liposomes. Irs fact, Ihe abstract states that "it has been increasingly 
recognised that regardless of antigenicity. C activation Is an intrinsic property of all 
charged phospholipid/choiesterol bilayers," (See, Szebeni abstract,) The article also 
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conlafns a sumrnaiy of a study by Wassef that shows non-hapteniz&o' isposornes enax 
an antibody-mediated activation of the complement system themby activalir^g it Jus! as 
haptenized liposomes. (S^e SzebenI, p. 61 <) 

Hack describes the use of a C-1 esterase Iniiibitor to inhibit the a>mplement 
system as a treatment of acute myocardiai Infarction |AMI)< As evidenced in Szebeni< 
(iposon-K-js (with or without haptens) activate the complement system. Recoofsizing \h% 
incofTipatsbslity of these teachings, the skilled person would not combine the teachings of 
the Haci^ reference with any of the other cited references wtiicti describe the use of 
liposomes in order to reach the claimed Invention. Applicants assert tfiat Hack teaches 
away from using liposomes to treat AMI because liposomes activate the complemenJ 
system. 

Moreover, one si<il!ed in the art would not be motivated to combine the Hacl< 
reference with the other cited references because Hack does not make any suggestion 
to use a liposome or any other vehicle to deliver the active compound (C1 -esterase 
inhibitor) to the target in order to inhibit the complement system and t!-e-3t AMI f-iack 
clearly states thai the target of his treatment is the first component of the complement 
system, {See, e.0„ coi, 3, Ins. 45-48; col 4, Ins, 6-10; col. 6, ins. 16-18; col. 6, Ins. 62- 
67.) Hack describes that the complement system is inhibited when the C1 -esterase 
inmbitortorm^ ^:itabie complexes with the proteinases that are responsible tor aclivasing 
the first coniponent which are then rapidly cleared from the system, s See, e.;j., coi. 7. 
ins 1 2-1 4 . ) F.: ach molecuie of the first component (CI ) of the compiement system has 
four esterase sites v^^hich the C1 -esterase inhibitor binds to. (See Mad<:ovic, et al„ 
"Acquired 01 Esterase inhibitor Deficiency," .^nn. intern. M&d, 132:144-1SC\ 144 



Docket No.: 92 ! 1^ .O05US1 

(2D00).; Hock reaches away from usf^p a vehKie- such as a lipoSvOsvie lo -.lehver Ihe C1- 
esterase inhibitor because if this inhibitor is encapsulated in a liposome it cannot bind lo 
these esterase slias ancJ form the stable complexes that are required to inhibit the 
complement system. If the teachings of a prior-art reference would lead one skilled In 
the an to make ;s niodification that wouid fonder another pr=or-af1 devices snoperabie. 
such a modificatiorf would generaily noi be obvious;" {in re Gordon, 733 F,2d 90C, 22 1 
U.SP,Q. 1 1255, 1 127 {Fed. Cir. 1984),) The ott>er cited references provide a teaching 
or suggestion to use liposomes to deliver the active components *hich would modify 
the teachings Hack and render it inoperable. Thus, one skilled in the art wouid not 
combine these cited references and the combination of these references does not 
render the claimed invention obvious. 

Pennanen and Haci< may have been combined In the Office Action because they 
both discuss the inhibition of cytokines to treat Inflammatory conditions. (See Finai 
Office Action dated Februar/ 4, 2010, pp. 3-4.) fiovveve?, lor reasons discussed above 
one ^Hilled in ihe art would not combine ihesa references. Cia'ms 19 and 21 of the 
Hack reference have been specifically pointed out for the teaching of using an agent 
that is a cytokine antagonist as well as the teaching in Pennanen that bisphosphonates 
can inhibit cytokine production and secretion. (See Finai Office Action dated Febnjar>' 
4, 2010, p 4.) .Applicants respectfully disagree with the Pennanen-Hack combinatson. 
Claims 19 and 2"^ of the Hack reference recite the admir^istratson of a C1 esterase 
inhibitor in combination with either a cytokine antagonist (ciaim 19) or a substance 
having anti-inflammatory properties (claim 21 ). As discussed m detail above, one 
skilled in the art not eombsne Hack with Rennanen and the other cited referedoes 
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becjusw piaoino Ihe C1 -esterase inhibitor in a liposome ^or deaverx' wouid tender the 
inhibitor ineffective to inhibit the compiemenl syslern because it cannui bind to the 
esterase sites on the first component (C1). 

Forthe^ reasons, appHcants respectfully request that the 35 U.S.C, §1 03(a) 
rejection b@^Mmwn. 

Doufole Patenting Rejection 

The pendiriQ dalms have been provisionaily rejected on the ground of 
nonstatutory obviousness-type doubie patenting as being unpatentable over ciaims 1-12 
of copending Application No. 10/871,488, The claims have aiso been provisionaily 
rejected on the ground of nonstatutory obvtousness-type double patenting as being 
unpatentabte over claims 1, 4-10, 17-20, 23, 24, 27-29, 32-36, 36 and 41 of copending 
Application No, 1 1/190,^67. These aliegediy conflicting claims are currently 
undergoing prosecution and have not been allowed, therefore applicants assert that this 
rejection should be withdrawn and the pending claims of the Instant appilcatlon should 
be allowed. MPEP 804 states that if "a 'provisional' nonstatutory obviousness-type 
double patenting (OOP) rejection is the only rejection remaining sn the earlier filed of the 
two pending applications, while the iater-fiied application is rejectable on other grounds, 
the examiner should withdraw that rejection and permit the earller-fjied application to 
issue as a patent without a temiinal disclaimer," Applicants respectfutjy assert that the 
above arguments have overcome the pending 103 rejection end thu& tnese two double 
patenting rejections, based on iater fiied applications, are tt>e only remair»ng rejections 
for this application. Thus, in accordance with MPEP 804, these rejections should be 



withdrcivv-n and ;he periding claims should be aitowed. Reconsideration and withdrawal 
oftrsese rejeclions are respectfuily requested, 

CONCLUSION 

Based on the foregoing remarks, applicants respectfuNy request aHowar^oe of this 
appiicatlon over the Final OfHce Action of February 4, 2010. 

If any huiBs remain, or if the Examiner has any suggestior-s fo?- e>'pe(iit;r>Q 
aliowance of ihe application, the Examiner is invfted to contact the undersigned 
atldmsy> 
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AUTNORO^ATfON 



T he (:c;!i)fT~!iss!oner is hereby authorized to charge any addstsonas tees which may 
be requisBd f<>r consideration of this Pre-Appea! Brief to Deposii Accourst No, 50 -438". 
Order No. 92114,0C:oiJSl . 

In the event that an extension of time Is required, or which may be required In 
addition to that requested in a petition for an extension of time, tiie Commissioner is 
requested to qranl a petition for that e.xtension of time which ;§ required Ic make Ihis 
response timely aivj is hfereby authorized to charge any fee tor such an extension of 
time or credit any overpayment for an extension of time to Deposit Account No. 50- 
43at, Order N<j, 92114.005yS1. 



Address; 

Cadwaiader, Wickei'sham Taft: Ll:P 
One v¥ond ;";riariciai Center 
New Yorx. NV 10281 
(212; 504^d00D Telephone 
i;212) 504-66d(> Facsimiie 



Respectfully submitted, 
Cadwaiader, Wickersham ^ Tatt LLP 





